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ailiE^^2 000-301623 



#^ 1 1 — 1 0 8 4 9 9 



mm^] mmm 

im^^l] TIB^ (-fbl) t?^$ti-5 4, 5-i;t: KD^e/-2-t'^ 
ti, e> © Tb^ e> $ ti -5 < b-^i^ ^^^^ ^ L T -g- W -r -5 ^ i: S: 4t ^ ^ S 



O 




OH 



>-7^>- 1 -;r>-^^%, 4 Fn^S/- 2 -i/^n^>5^>- l 

4, 5-i;tl Fn^J/- 2 -J/iJ7 n/0-7^>- 1 -rt^^^fzls-^^i^, 4- 

[0 0 0 1] 
[0 0 0 2] 



1 



ffi5l#2 000-301623 



11 — 10 8 4 



mmmti^xit. ^Mumi^m. >(y::^vym^m. mit^m. -wm^i^m. m 
^M:m^(DmB^(Dm}^it. m^it^^m^^M^ vn¥t^:&mx'niDti 

[0 0 0 3] 

m^Bm^^^i-^r^mmit. m^^ti^izn^L. tji:<D-if-f xic:&So zi<Dmn 

(Hepatocyto growth factor :HGF) 75)^mffJ$tl, (D Skmti' . ^M. 
, W^Stlfc [Gohda, E. et al. : J. Clin. Invest. , 88 414—419, (19 
88) ] „ $e>lC. b hHGF® cDN At)^ D-ri>^*$4X, HGF(DlikMi^ 
^^^ti^lZ^tl'k. [Miyakawa, K. et al. : Biochem, Biophys. Res. Commun, 
, 163 967-973, 1989) ] „ ^ fe, MSS^MlJf'if Sr/Cil^ scatter factor 

(SF) MjKMI^SH^T-^ Stumor cytotoxic factor (TCF) ilH 

GFt)^m—<^MX^^ZLilt>m^ti'iZt3:-ot=. [Weidner, K. M. et al. : Proc 
. Natl. Acad. Sci. USA 88 7001-7005, (1991) . Shima, N. et al. : Bio 
chem. Biophys. Res. Commun. , 180 1151-1158, (1991) ] o 
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#5p 11 — 108499 



HGFitBms^mm^m. ^y^-^i^^miSiMi^m. mno^m^mi^m. 

[0 0 0 4] 

it. n&^Mm^ (aTNG F ^BSf) T'feSo NGFliluBg«l£gP©:^0Jig'a 

mt.(Dmmf}^^B-^nX^^^ iyr)\y^i/T, Vol.22. No. 2, 147—151 (1986) 
, Vol.3, No. 6, 751'-758 (1986) ] „ 

r ;^ ^ V - M«5*5!m,## cd icii, V >f :^ ;i/ S aiSM S: i: -t ^ luBw* 

isgpfcm^^^tt, n u >T-fe5^;i/«^^^^ (CAT) ^^(DmLry^^^-riS^m^ 

e>tlTV^^ CAnnu. Rev. Neurosci. ,3,77 (1980) ] „ 1985^{C ^ -/ b Fa 2:^ 
ffS^T', NGF}6"^fl^03(^gP^T'©W^'f4^*S^-e^ez:i::«)'J^e3*^tC$tL [ 
EMBOJ.,4 ,1389 (1985) ] . N G F il^^-KS S $ tlfco 

> h >^m3^0#©BK<D«i^^T'ii, GAB A^m'&.nmmmm%mhLmz'=i^) 



itiIE4f 2000-301623'; 



11—10 8 4 



JiSlC=bf^Mt"'5 wi:;?)^^^*^{C$ti [Science, 234, 1341 (1986) ] , :^^Bt)^^ 
BSO^ftjb^m^lc^fcSi^^lulcN G F ^"^n^^-tM. ^'ffi?::^VNjLhi?)S 3 i: *^ 

T'^, CAT^S'|^(Z)^gTt>R&^f-5 3i:*^^©$tlTV^€> [J.Neurosci.,6, 2155 

(1986) , Brain Res. ,293, 305 (1985) , Science, 235, 2 14 (1986) , Proc.Na 
tl.Acad.Sci.USA,83, 9231 (1986) ] . ^fz.%m(D^m^m.-%UmW^i^W'^ 

NO FA'^-a-J^^tiTVN-szii:, -©NO F©^-^^C7^*iM^fe-5v>{iMil 

oTt^-g>Z:i:*^BE^^tiTV>^ CJ.Biol.Chem. ,259,1259 (1984) , Biochem.Bio 
phys.Res.Commun.,136,57 (1986) ) „ ^ fe, 3<Z)^IS^0J8S-^TX h D ^* U T 
mo[)i£^t-'5NGF(^i5LMffi, i^5l5i:<^^$ 

F■^fiS;{£Ji^m§:a^■r^^*^Bffi^tLTV^S CJ. Biol .Chem. ,201,6039 (1986) 
, Febs Lett., 208, 258 (1986) ) » 

#^5^S^ci3v^T, NGF^«'^^?::^v^Ih*?)^?&^g^i:L■rMv^s:li:*^T'^S 
7b^ T' ^ ® T' 3& V ^ i: ^ ^ ^ ti S o 

b*^L:^*'^^. ^ cF %:^mnmmB(Dmmizj:i^mv tLt^m^. ngf 



4 
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n^^B (Dm^i) mmmcDBU n g f ^ii y m ^ t-t n « ^ v ^ a^, ifii^^ 

^ilLTNGF ^rBSf^lCJiUiitfr il^T^^VNo tji-^t^^it. mP^OltmPi^ 
;&v^*^e>T'^^o ^0)NGF^^l:g^flg|^^C:^1^^4SU^^$:Mv^T^Ai-ez:i:^i, 

[0 0 0 5] 

^ L <i: e> i: -r ^ ] 

^:gS^^(Z)JgM IC i: y . jg/^FJ^B §:?&iKX tt^R^-r ^tci^lZ li^^H^ ^ 

® li^ E&55)^^«g tc j& ^ o 
M A « H G F S:^*^ e>©^-r -5 O T' ^ < , ^flt T'^SlC^^T g CD Tfe 
ffFI?^> ffF^^> ffFl^Jiavte)o??#©HGF5§^it^$:ieMI2lt- S5^B<Z)?& 
^ IC ^ ^ c 

^ TtfleSfttDN G FM^«{CNG F Zl <J: U 

[0 0 0 6] 

[0 0 0 7] 

2fs:fgga$:«Efii-tili, 1 ©^^liTiS^ (-ft 2 ) ab 1) 

[0 0 0 8] 



5 
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i(t^ 1 1 — 10 8 4 



[ft 2] 



O 




OH 



[0 0 0 9] 

:^^m(Dm2<Dnmit. ^ at 2) T-*$ti-5 4, 5-i;t:KD^s/-2-i/ 

^ n^>5^:/- i-::r>. 4-nFndrS'-2-£:/^ n^^-x^- i -:r>;5LtK 

*|g^®^3®56^li, ^ ('fb2) -e*$n-&4, 5-i>'t: KD^^>-2-^> 
4, 5 -s;^'b: KD^i/-2 - 2/^.n/>^>7^>- 1 

[0 0 10] 

-^^^fe KI/- h (Carbohydrate Res.) 

, ||247#. ^217~222S(1 993), ^JV^^:^ ^ ^ T^^ 
(Helvetica Chimica Acta),^55^, ^2838~ 
2844S (1972) ] X^^^Lr%^<. ^fc^U^m^ 1^7 D 



ailE#2 000-301623 



4f ^ 1 1-108499 



mm^ti^^mX'^^. «:fc-4xe>JiW0 9 8/1 3 3 2 8#^$glC|H«$tl, m 
[0011] 

T%^^^„ -etD^i^^OO-^^Si: LTJi> (Tanaka, T.) [5^ h ^ 

^KD> (Tetrahedron), |g32#, ||1713H(1976) ] , (Nara 
, M.) e>®:&^ C5^h^^Kn>, ^36 II3161S (1980) 3 , R 

V - (Aust. J. Chem.) , ^34^, m2587H (1981) ] ti^mif^tl^ 

T-tiJ&VN. 4 -i/^u^yy=-y- 1, 3 -pyi-y^mt'^EV (iii) Jkxfyi^ 

mitt-^^m^hv^j^xmni-t:s>:r.tiz^^x, i&.mx. i^jr^tm hcp*'^ 

«4JlC^fi&-r-5 4 HCP, ^ommm^^m-t^Z-hL^X^. :*5§^T'li4 HCP 

^■^^t--5 3tL^®*DMSife, ^(D^^mm^'BLifmmmiimmx^^o 

zn^jttPCT/ J P99/0010 9 -^^a»{CgB«Sn, K^^»HE«©f^ 

^fc4 HCP"g•^#l^:^i#^c^^^i^v^:^>^, 4 HC P $:-^^-re±SEM^s 



7 
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# ^ 1 1—10 8 4 



^t^4HCPmmi^tit4 HCP<Dmmi^X'$>^x. mMm^m^mmm^m 

%mmx^^o ^tc^^u^yrJ i/^u^yrJ ymm-iif: 4Hcp, 4 

■So 

[0012] 



[0013] 

HT'feU, Xjii=o, Y^iiOH, ZjfiOHT 

[0014] 




ffiliE#2 0 0 0 



- 3 0 1 6 2 3'; 



#^ 11—108499 



lit 4] 



O— C— Rg 



O 



[0 0 15] 
[0 0 1 6] 

Ut5] 



[0 0 17] 

i^vp. R3, R4{i|Sfl::^T'feoT^M^oTt;^<, zK^. flgft5]^», 
3Z:i»#llfl*]^«T'feSo fib, R3=R4=HCD#'^$:IM?<) 
[0 0 18] 

6 ] 



[0019] 





ffiiE# 2000-301623'. 



4t¥ 1 1 - 1 0 8 



y-e^y, Rs^^^s' (co) -Rg, RgttH, r^q, xit- (co) - 

Rjj^ Rg^iH^ ^12'' (CO) ^13 ^^8"* ^10"* ^11"* ^12"* 

Rj3lilWi:^T'S>oTt»M3&oT=fe;J:<, BilS^S, ^#;^»> X«^SfliJK]^« 
T'^y, Rg, Rjp RJ3^iHT'=foJ:V^) ^rSi^-T-Sc # b Rg= R7= H 5:^ < 

[0 0 2 0] 



[0 0 2 1] 
[0 0 2 2] 

[^b 8 ] 



[0 0 2 3] 
[0 0 2 4] 

^ (-fbs) x^m^n^iyi^ uKyy^j >M#^*;^co^^T^iwo 98/3929 




o 



w 




1 0 



{tlllijt 2 000-301623 



11 — 108499 

oT> mmiy^n^yy^jymmii^^mm^m^:r.iit>^x^^&. ^mmmi^(Dm 

^b9) T'^$ti-g>>fb-^#$:#icGMi:?a?-r. 

[0 0 2 5] 

lit 91 



N— C H— CHj— CHj— C— NH— C H— C— NH— C Hg— C O OH 



OOH 



O 



O OH 



CH, 



[0 0 2 6] 
litl 0] 



H, N— C H— OH,— CH,— C— NH— C H— C— NH— C H„— C OOH 



i 



OOH 



O 



o 



CH, 




OH 



-OH 



[0 0 2 7] 



1 1 
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[^b 1 1 ] 



OH 



lOC— c- 



HOOC— C— CHj— S 
NH, 



[0 0 2 8] 




HOOC— C— CHg— S- 
NH, 



OH 
OH 



[0 0 2 9] 

6#^#, i^m^i 0-2 3 1 6 5 9^mmmizmmizmm^nx-i3i). i/^u 

^j-i u^y^r J y^ v^^"^ J ^ )\/'y^u^y'T J y. 
^u^yr J y. V:^^ 9 J ^ )\yy^u^y^jy. v-^-r^^f- J ^ 
u^yrJy. ly-f^^))\^iy^u^y'rJy. V'riJ J )\^y^u^y'r J y. 
VA\y^))\^^^^u^y7-Jy. iy-:fu\^yi-—)Viy^u^y'r^y> 
izj^fjit/^u^yrJy. i^^'J^'^v )Vi/^n^y^J y. t^^h^tym 
v^yr / y. :^ h^i^y^V )Vt/i7U^yy- y. :^ h^iy'^^y^ )i' 
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>©^it$r^t-= ^fcTSB^ at 14) 
[0 0 3 0] 




? 



-C— 



-O— C— C2H5 



[0 0 3 1] 

[^b 1 4 ] 



[0 0 3 2] 

^ (^b5) T-*$ti-5>i:/^n^>7^/ >^#^tCOVNTtiWO 9 9/0 0 3 4 

5 - t - o^>5^y 4, S-^-t 

>x-5^;i/®^7t^TfH^ (-ft 1 5) ic, 4, 5 -i;- t - 
y >x-5^;i/®«ai$:TfE^ (-fb 1 6) iz^-to 



1 3 



ailiE# 2000-301623 



1 1—10 8 4 



[0 0 3 3] 
[<b 1 5 ] 



O 




OH 



[0 0 3 4] 
[^l: 1 6 ] 

O 

I^^^^^^N-o— C (C H 3) 3 

J L-O— C(CH3)3 

[0 0 3 5] 

^ (-fbs) T'^$tise/^n^>^y >«*^*^icovNT»#0¥i 0-232 

7 4 6^mmmiznmizmm^tixi5*j. ^ (^i:4) -v^^^ti^it^mx^t^ ( 
mm^m^:it:fy^x^^, mmmm^w<Dmthxitrm^ (^bi 7) , c^ti 8 

[0 0 3 6] 



1 4 
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[^bl 7] 



(jj) 

^— (CHs)^— CH3 
O 




A 



OOH 



' -N— CH— C- 



H 2 N— C H— C Hg— C H2 — C— N— C H— C— N— C H g— C OOH 



[0 0 3 7] 
Utl 8] 



? 




-O— C(CH3)3 
-O— C(CH3)3 



H2N— CH— CHg— CHj— C— N- 



? 



A 



OOH 



H 



;H— C— N— CH,— COOH 



[0 0 3 8] 
[0 0 3 9] 

^ (^b8) T'*$tl-g>4 HGP^^#:iiPCT/ J P 9 9/0 0 1 0 9 -^^^ffl 
*lCfB«® J: e)tC, 4 HC P h S Hft-^^<fc-^#>. 



1 5 



mil#2 000-301623' 



#^ 1 1 — 1 0 8 4 A 



[0 0 4 0] 

(^b 1 9 ] 



H , N— C H— C H C H C— N H— C H— C— N H— C H 2— C O O H 



OOH 



O 



O o 



'H3 



•OH 



[0 04 1] 

:^^mizi3n^m^mmt:m'r^mMm^t.iimzm^itfj^^^i:^> hgf. n 

aiU>^n;J<ai^>, >c.D>/KiK:ii^>, TM^SS^. ^y-Si-u>(^> 
M (>r>^? — D>f=^r>2, 3, 4, 5. 7, 9. 11, 15), B0J^^;gH^ 

[0 0 4 2] 

HGFiiMfl^itjif^M, ^^Aij'-^fi^iSiH^M. mno^w^mi^m. 

}C{i^MJCJ;-&WI«S0^E&f^M*^*$:^-rc ^fcHG F©mR N Alifli, Wfll 



1 6 
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[0 0 4 3] 

[0 0 4 4] 
[0 0 4 5] 

5&J3t/^D^>7^>' i/^' □^>5^y 4 HCP:SLt?4 HCP^^ 

X ii^ 155 5: ^7 e) 3 i: *^ T ^ ^ c 
[0 0 4 6] 

i/^u^y^- J y^ru^yT-jymm^. 4 hc p^t?4 hc pm^#:*^ 
?&3^^JXii^R&^J^ LTii, lyi; u^y^J y. y ^ u^y^- >f ymmi^. 4 



tUiiEilt 2 000-301623 



#^ 1 1—10 8 4 



, mmM. ^SM, mj^M. ^^^m. mmm. mmM^^mxr. mm. mnm 

[0 0 4 7] 

ic J: o T =fo ig-^ -5 :i i: T' ^ ^ o 

^ §: SB-^ s :i t» -e ^ <5 c 

i/^ u^y'r-y z/^u^yy^j ymmi^> 4 hc p2S.u^4 hc p^^#:*^e> 

it. mx-^mp^, m^\^> -ST, &mmz^¥-r^:r.iit)'^x^. ^mmizitm 

ztiizmm^n^Bm(D^^. -wsm, mmz^-oxm:M:m^^ti. -^T'«3&v^ 
ij^-mizitmMfpiz-^^^ti^m^^^omti^^A 1 B^yioAtg~2oom 
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[0 0 4 8] 

:^mm(Diy^U^yy^y iyi7U^y^J ymmi^. 4HCP&tJf4HCP 

, h- iQFm^mmM^ti^m^^ti. hgf m^mm. NCFm^mm. h- 
iGFm^mm^^-t^^B(DmmMxit^WMiivx^m-t^:^t.t)^x-^^. 

:^^m(DHGFm.^mmM<Dm^^^tLXlt. l/^U^yrJ y. i/^^n^ 

li, ^^m(DHGFm^mmMiZ. HGF^^^^^mRNAOlBSKJS^I^OXT^^y 
^ {Sii b T H G F CDH^ S: if^-t ^ f^ffl © -5 5: $ 3 h J: o T 
, HGF]g^7b^ffi^6!j{Cit^$tl-5HGFg|^^^M*^*i«^^tl<g>. ^^ti^^ 

LTtt, H G F^-e-^CZ^niRN A(D®8fiJ!^|^0:^7^'y 

t)\ ^Avy. ^7^^ymm. yzi>(^y^(Dmmit0'mjkx:^:Ln^(D^mmti^ 
mm^ti^o ^tc. HGFm&mm.i^m^mt^^mmmm(Diy3^:^'7t-;v. 

m<DHGFm^mmmiz^m^-&x^^\^\ :^mm(D^Mm^&^mmm 

[0 0 4 9] 

y^u^yv^jy^m<^. ^y^u^y^-jyumii^^m^. 4 hc p-^/t<fe;gL 



ajiE#2 000-301 623 



4t5}l 1 1 — 10 8 4 



m^mt^i/^u^yr^^ y^m^. tyi^u^yy^^ ymm^^^^. 4hcp 

[0 0 5 0] 

m^ltmun^<Dm^. y^U^yy^jy. GU. 4HCP, V^UifJ^-JV 

i/'^u^yf- J y. v^^"^ J ^ )\yiy^ u^yy^ J y. i^- 2-^^"^ j 

^-u^y^ j i^^^jzf^-}Viy^u^yv^j-y-.--t:^y^yx/>(}Viy^u^y'rJ 

>, 4 - t -•:r^}Vi/i7 u^yy^j y3i-y^;\y. 4, 5-e/'-t 

0 omg/k gT'V'i7yc.^c#IlIS#L■r=fe5Et:M^ilg^i?)e)tl^v^„ 

[0 0 5 1] 
[0 0 5 2] 

(1 ) 1 0 g(3[)D-^7';i/^ D>1? (2/^-7*fcig G 5 2 6 9) S: 1 U 
(DmzmML. 1 2 nCT'4 ^ra:(HI^LfeitJi5!jl 0ml tC?ScS ^ T'MffiT?^^ L 
fc„ miCi^^-:f5^;i/ : : 7K= 3:2: 2?g-^?lK®±M4 0 m 1 S:An;iT?l 
5i>l>lC J:oT#fc±^f ^a^ffiTifi^l Oml^-e^i^Ufcc 
[0 0 5 3] 



{fi|E#2 000-301623 
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±umiiim^ti^2^^u-7h^'^y ■< ~^iyVi^¥;\^BW-3 O O S P (2X 
2 8cm, m±tyV t/T-fC^tt^) iZT:/^^ M:/^;!/ : mm : 7K= 3 : 
2 : 2©±MS:^il?Ki:l'Tii>:/l/-/-b--T'0. 2 k g / c m^lCimffi # 
^ 5 m 1 (Dm.mV'^m^n^t^o im^^^J l Oml lC;&^<}:e)lC7^^'$/3:?^ 

$:^BbT?^^1''5-i:lC<fcoT 1 0 0 mg OS/^ D^>5^ / >$:#fco 
[0 0 5 4] 

z:(3!)M:$^^A;^>'^°^y ^^:/S7!j^A$:Mv>fejilffiH P LCT':$Mtb, 215 
nm(5D^^lH5PRJRT'^aiL:^ci::i5, MS«9 8%T'feofcc 
[0 0 5 5] 

(2) 2/^^ n^^T^y > 3 0 mg, DMAP 16mg, hUx5^;i/T^> 
6 6 m gS:^^M7K>^n y^^ym (*^^t:fiKXllt±ag P 0 513) 86mg$:5 

□ D7}N;bA :;»l^y-;i/= 200: 1 M b S/ U -^f iJ' O V h 

^^:7>f -ICfcoTM^b, Rf = 0. 5 — 0. GCDU'&CDtyViJ^JlytrmMi}^ 

[0 0 5 6] 

^H-NMR 

67. 45 (IH, dd, J 2-3= 6. 2 7 H z, J 3-4= 2. 1 5 H z, H- 
3), 6. 42 (IH, dd, J2_3=6. 2 7Hz, J 3.4= 1 . 4 9 Hz, H 
- 2) , 5. 9 1 ( 1 H, m, H- 4 ) , 5. 1 6 (1 H, d, J4_5= 2. 9 
7Hz, H-5), 2. 46 (2 H, dd, J = 15. 01, 7. 59Hz). 
2. 42 (2H, dd, J = 15. 01, 7. 59Hz), 1. 18 (6H, d 
d, J = 7. 59, 7. 59Hz) 



2 1 
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[0 0 5 7] 

(3) i/^U^yy^J y<DlM7i^mWLl 0 0 fi 1 t2 0 omMirjv^^:^-:/ ( 
Mjtm : ■riJ^^T-Tsi^^tm.^ : 170-10) a^^m. (pHS. O SOOa 

?!7^A:TSKgel ODS— 80Ts i5/im). 20inmX25cm 
S^Kffi : A 0. l%TFA7K^?g 

B 0. l%TFA/5 0%T-feh— hU;i/7K^?£ 
: 7 . 5 m 1 

^^>:;x> h : 1 OdS-ra^l&^aA-^ 5 5^>7t)^^•tT#^&^aA*^e> A : B = l : l 



i^ffi : 2 2 0 nmlC^ltS®^^ 

_hSBHf£;?^2 0 0 ytt 1 $:HP LClCy{)^l-J, ^^#^^3 5. 7:$3\ 36. 1^(D 
[0 0 5 8] 

z.<Dm.mm(Dmm^mmvt^, mm^^^m (nmr) :x.^^h;K jtt*:^^'^^ 

(MS) 5:M^Lfco ■^■©^I^SrJSiTCS^t-c 
^H-NMR 

6 2. 0 9 (2H, m, 5' -H) , 2. 28 ( 1 H, d d , J = 13. 0, 
20. OHz, 5-H) , 2. 44 ( 2 H, m, 4' -H), 2. 78 ( 1 H, 
dd, J = 8. 5, 14. 0. 1' -H) , 2. 85X1*2. 89 ( 1 H, dd 
, J = 3. 0, 6. OHz, 5-H). 2. 92X1*2. 95 (IH, dd, J 
= 1. 0, 5. 5Hz, 1' -H) , 3. 86 (2H, S, 9' -H) , 3. 9 
5 (2 H, m, 4 -H, 6' -H) , 4. 4 6 ( 1 H, m, 2' -H) , 6. 4 
7Xii6. 49 (IH, d, J = 3. OHz, 3-H) 

^3pf«0. IN DC iMTl^mm^^Ml^. HOD<Dit^tyy hm^4:. 6 5 
p p mt LT^Lfeo 
[0 0 5 9] 

^^C-NMR 



— 1 5^*^^•^■T^i^^fflA : B = 1 : 1 ti^^^M^B 



2 2 



ffi $£# 2000-301623 



1 1 — 108499 



626. 3 (5' -C), 31. 7 (4' -C). 31. 9 Xit 3 2. 1(1 
' -C) , 39. 3 (4-C), 41. 9 (9' -C), 4 2. 23Z.{i42. 3 
(5-C), 53. 3 (6' -C), 54. 1 (2* -C), 133. 5(3- 
C) , 154. 4 (2-C) , 173>f!f3£(3' -C, 7' -C, 8' -C, 1 
0' -C) , 2 0 5. 8 (1 -C) 

. 4 p p mi: LT^Lfco 
[0 0 6 0] 

^H-NMR. ^^C-NMR®tf-^0!lfM(D#-^liTfa^ (^b 2 0 ) 
[0 0 6 1] 

[^t: 2 o ] 



6' 



5' 



4' 



3' 



2' 



8' 



9' 



1 O' 



HgN— CH— CHg— CH2— C— NH— CH— C— NH— CHg— COOH 



OOH 



OH 



[0 0 6 2] 
FAB-MS 

m/z 404 (M+H)\ 426 (M + Na)"*" 



U V a 
I R V 



max 
KBr 



max 



2 5 1 n m (tK) 
c m"^ 2949, 1710, 1660, 1539, 140 



4,1203 

[0 0 6 3] 



2 3 



mU^Z 000-301623' 



#^ 11—10 8 4 



— S— ^JV— 2 — i/^ U-^y^y— 1 —yty (2-hydroxy-4-glutathion-S-yl-2- 
cyclopenten-l-one) T'feoito 
[0 0 64] 

mmmi 

"^^y hmm^h-umS^ (AT CC CCL-1. 2) S:0. 5%®A^h^ 

■fhy i^^zi^m) ^-^tiui 9 9mm t-i. oxio^m 

9 9^:®lC«^mx.feo rtVtCi/^D^>7^>'> (5^aigl~2 5 ytiM) , 4H 

CP (t;i/F'; ^y^^t^) (^ti^i2. 5 fiU) . V:fuyd:^-)\,v^u^y 

"rjy m^gS3. 1~9. 4 /iM) $:^Snb, 24^^^«b:t„ 
[0 0 6 5] 

mmm^^. mmwL^oyn^m^m^cD^m^^^y'^^ m i^jrv'^^m ( 

NGF Emax Immuno Assay System: •:fU:f^iS^±^) \ZXM'&\^t=.o ty^U-^ 

y^-Jy. 4HCP, V:fu\^i!r-)\^iy^u^y'r J y\-^^^^^^\z\.-yim 

[0 0 6 6] 



aiiiE4f 2 000-30 1623' 



#^ 11-108499 





1^ (mM) 




(n g y/m 1 ) 


O 




0. 


5 70 


1 




0. 


7 00 


2. 


5 


0, 


7 40 


5 




0. 


8 70 


7. 


5 


0. 


9 00 


1 O 




1. 


O 80 


1 2. 


5 


1. 


340 


1 5 




1. 


5 50 


1 7. 


5 


2. 


1 50 


2 O 




1. 


9 00 


2 5 




1. 


5 40 


L 0 0 D 7 J 
















*2 4UCPKX^i>m 








4HCPM 






(ng/ml) 


O 




0. 


1 38 


1 2. 


5 


0. 


3 27 



[0 0 6 8] 



aiiiE#2 000-301623 



1 1 — 1 0 8 4' 



^3 t:^— /uv-^ p^<:^y >1c J: 









f^^Rff?-^ (ng/ml) 


0 






0. 1 32 


3, 


1 




0- 164 


6. 


3 




0. 25 9 


9. 


4 




0. 25 7 



[0 0 6 9] 

^4 '>iyp^0^yMcj:5?^^fiE5?-^^^ (j7>r^=»-^) 



'i^ 3^ 6^ 12^ 24^ 48^ 



^^l^gEii^^ (ng/ml) 



0 0. 000 0.028 O. 233 0. 575 0. 658 O. 736 
15 O. 000 0. 050 O. 359 O. 686 1. 186 1. 236 
17. 5 O. 000 0. 054 O. 205 O. 635 1. 535 1. 492 
20 0. 000 0. 082 0. 179 O. 581 1. 681 1. 874 

[0 0 7 0] 
[0 0 7 1 ] 

1 X 1 O^c e 1 1 s/ml lLtj,j^i:o\Z. 1 0 %4^J9&^MmS:-^^fe'DME^ 
^^{cMLfeMRC- 5*fflJia (CCL 1 7 1, Mi^mmtm) 5 0 0 /t 1 5:4 
8 7XC5D«^«>^^- htCAtl. 3 7 1C, 5 % C Og^^S TT' 2 4 ^H^^^IC 



2 6 



a[iliE#2 000-301623 



#5j2i 1 - 1 0 8 4 9 9 



2 4^^^^L/fc^. ^H^tlMUL^ Quantikine Human Hepatocyte Growth 
Factor (HGF) ELISA Kit {^±11 i/1^±m) S:MV^T, ^m^(DHGF<DM^ 
?RI^L;fe„ HGF (D^MMit. hU-)l^l 0 0%}lLXmiyt=. 

;t:o ±iBo^iR-tt, ^n^enmmmmti^^ i/^u^yrjz^i^. 20, 40, 1 

6 0 aM. GMli, 2 0, 4 0, 8 0, 1 6 0 /iM e;?:/D If iJ^ □ ^ > 

5^7 3 2, 6 4 /tMlc^s«ke)lc^AnL/fco yf^iS7->( zf:ny Vu—)\/}i\^ 

^*^>^'>Ej$:, 0. 0 1, 0. 1, 1, 1 0 /iMlCJSc-2> J:e>lC^,inLfeo 
[0 0 7 2] 

[0 0 7 3] 
[^5] 



|g5 


v-iJ^n-^^^^y^^gg (mM) 






IP (%) 


0 




100 




20 




14 4 




40 




2 18 




160 




238 





[0 0 7 4] 



2 7 



{iilE#2 000-301623 



# 3p 1 1 — 10 8 4 



[*6] 








ri-Tv/rj^^ ( 11 vf) 


(D^EM^iy^ (%) 


u 


10 0 


20 


154 


4 0 


17 9 


8 0 


24 3 


16 0 


3 19 


[0 0 7 5] 














HG F iZ>5feMfi?C>ttSn 






0 


100 


32 


120 


64 


144 



[0 0 7 6] 

(1) t hf|f^iM'^.S±>S^fla^T'fe-2>H s 6 8iiJia (ATCC CRL-1 
6 3 5) 1 orc^^S/fl^i^M (F B S : A-<;r'?>r ^ $:^tfD- 
MEM^^ (^>^=IB RL?±ig) ICT, 5%C02#^SET, 3 7 T'MBa:6^^« 

S^) T'«BJi&$:3 X 1 0^ -fi/ml i:^'g>J:^lC±fB^;N&lC^^L, 9 67v:-7-f^ 
□ f.c?)#':;x;i/tc2 0 0 /t i-ro:J)-?iUfec :^«5H^, if 

Jig*^^«^tC^fDiC7&ofc^*T^:^$:JtT, 40, 100XJi200/iM(D4 



{tiSE#2 000-301 623 



11—108499 

-1 (h-IGF-1) m^mmiZMi- ^ 4 HCP®^§$:h- I GF- 1G)E 
[0 0 7 7] 

4HCP 241^ 48^ 7 2^ 9 6^ 

(n g/m 1 ) 

0 0 O O 0 
4 0 O O O 0 
100 39. 9 10. 0 9. 6 4. 4 

20 0 37. 9 1 O. 4 9. 9 4. 2 

[0 0 7 8] 

^%\Zm-^^0\Z. H s 6 SifflJiglCfeVNT. 1 O 0 AMJe^_h(D4 HC P Sr^in 
[0 0 7 9] 

(2) Hs 6 amm^l 0%^ tymi^Mm^^tiD-MEM^mzX. 5%C 

mX-m^^ 3 X 1 O^M/ml i::feSJ:e)tC±fB^*JCSiML. 9 6 5^V-r^^D 
^-zfU- hO)^^:r-MZ2 0 0 fi 1 -forja-a L fee ;^«5'-7 H^, tfi^ 
MJi&*^^«lllC^5fDlc^ofe^.^,T'^*$:^T, 0. 2. 5, 5. 10, XltZ 

4 8^ra©^5?^ An-X$:IDtoT, 1, 3, 6, 1 2, 24, 4 8^raT\ @ 
^6tF{C:^*±?t^[aiRb, H s 6 80J5S{Cfel:J--5 h- I G F- 1^^ (#6^^^ 
) \Zi^-t^i^^ U^yr J yX\tGM<DW^m^ h-IGF-l©ELI SA-K 
i t ^mv^T^M^bfco 



2 9 



ffi5iE#2 000-301 623 



1 1—10 8 4 



[0 0 8 0] 

^®^ll> H s 6 8*fflJiglC^V\T, 1 0 — 2 0 /iM(^GM$:^iJDbfc«-^{i, 

^ia^3mmi3^^h-i gf - i tt^m^^n. e^r^mizitrnMUacoMMiLtt^ 
emmizti^i-yx. h- 1 of- i o;g^*^^toe>tifco 

[0 0 8 1] 

(3) H s 6 amm^ I 0%^tym!,^Skm^^tlD-UEM^mzX. 5%C 

MT'SfiSSS: 3 X 1 0 ^M/m 1 J: IChia^^itc:^^ 9 B'ri'^^^u 

^(^^-■:f]y- h<D^^:iiJVlZZ O 0 At 1 -rotfe^^Lfc. 5 ~ 7 0^, 

*Hiia*^^«lltC^fPlC«;ofe^.^,-r'^%^*tT. 0, 2 5, 5 0, 1 0 0. X« 
2 0 0 fiU(D4 HC P, ^ (-ft 1 9 ) xm-^tl^it^^ (4HCP-GSH) , 

-X^r^oT, 1, 3, 6, 12, 2 4, 4 8«Fr^T% M^6U{C:^«±^f 
L, H s 6 8mtCfel:t-Sh- I GF- IM* tcM-TS^^^rh- 
IGF-1(DELI SA-Ki t V>TiR!l^ b fe. 
[0 0 8 2] 

H s 6 8miCd3V\T, 2 5 — 2 0 0 AiM®4 HC P$:^;&nL/fe^ 
-^li, t»l ^raB*^e>h- I OF- ljg^7b'^*:^2l*oT, -eti*^ e>^^611 
lCM^f?bfcc 4 8^^^a^CfeV^Th- I GF- 1^3^lil 0 0 /ttMJS^±(Z) 

4 HCPT'^aSbfelUfiST'li^^tlfcc ^ (^tl 9) T'^$tlS>fb-irife»«. 1 o 

0 ^ 2 o 0 fiM<Dmmxu h- 1 GF- immf^ati^v^u^tit:^. zm^CD^^ 

^tSJ&h - IGF - l^#?Stt?b^^«?)e>tlJ5;*^ofeo 
[0 0 8 3] 



3 0 



ffilSE^f 2 000-301623 



#^ 11—108499 



[*9] 

^9 4HCPtCj:.5h-I GF-l^C^:^gtt (ng^ml) 









IGF 


-l]S^ 






(n 


g/ml) 






0 


7. 


2 


8. 


9 


6. 


3 


0 




0 




0 


25 


30. 


6 


29, 


5 


9. 


6 


0 




0 




0 


50 


4 9. 


5 


42. 


1 


2 7. 


8 


0 




0 




0 


100 


5 2, 


8 


4 7. 


2 


3 1 




22. 


1 


25. 


6 


32 


20O 


5 9. 


2 


51. 


7 


44. 


4 


4 2. 


1 


50. 


3 


50. 2 



[0 0 8 4] 
[*1 O] 

^10 4HCP— GSH{;:i:Sh— IGF— IjS^cg^^Ste (ng/^ml) 



4HCP-GSH ^^^ra 

i^PS 1^ 3^ 6^ 12^5 2 4^ 4 8^ 

(mM) IGF-lfi^^^^H^ (ng^ml) 

O 7. 2 8. 9 6. 3 O O O 

lOO 8. 4 12 10. 6 6. 1 6. 7 1. 4 

200 33. 3 37. 9 24. 7 20. 4 2 0. 9 27. 8 

[0 0 8 5] 

4HCP, ^y^u^yrJ y. GM, ^-g)V^^i^ (fl:i9) T-^^ti-s 

[0 0 8 6] 

mmm4 

(1) ^MM 

^mi^^mi^i^^uKyy^ J yxitGM^i %mm'ei}u^. ^^mM^i^mLt=. 



3 1 



ailE# 2000-301623' 



#5jZ 11 — 10 8 4 



[0 0 8 7] 

(2) 

Vzfu\fySr^)\yi/i'U^Z/7-J yXn.A HCP© l 0 O mg h^^^^'^)\yU 

[0 0 8 8] 

##M 2 

ddYV'i':^ (^>^> 5ili^, #M^2 5 g) li02fc3:;^.ac;i/$/- J: y^Ab 
, 1 3iK<D^«i®W©^> lli^^cMv^feo v't;::^>®JKfi^P^fc l x i o^c e 1 1 

s o3i-y mm umz-i omg/k g(Di/^^n^>7^ 

jfii^BS-^. Mm?¥(^>K7KtfW»i:ll4 (2ml) ® 1 %4^jfii»T;i/>^^ > (S:/^'* 

<v^yi?— i^bfe^, laiRLfeo MMS¥T'«]a7KS:*g^IlIiKbfeo ISiRbfeJK* 
J3«fct)^JKi^ift?^?Sli2 0 0 0 r p m, 5 ^^r^3^^t>rJMt^. _h^t ^ EUR b T -f > ^ 
-U>f =2lr> 1 2»^V?:P?>-r>^-a-f ^> 1 2?piI^ME L ISA^vV 

[0 0 8 9] 

ti^/vmmwms H^. 1 2 B#(Z)#V't7::^<?)Ml^'Y>^-n>f 1 

i/^^n^>5^y >o-r >^-D-f ^> 1 2<z)S^^#?si4*^^«?)e>ti, mmcoT 

[0 0 9 0] 



{±iliE4#2 000-301623 



#^ 1 1—108499 



[^11] 







'1 2i (pg/ml) 










M) M) ND 


11.0 100.0 25.0 


1 2 am 




43.0 97.2 66.4 



ND : msm-m" 

[0 0 9 1 ] 

H G F m^mm^^. n g f h - 1 g Fm^mmm^m s: * b , 



2000-301623-"- 



1 1—10 8 4 



mm 
mm] 

-t/i^u^yy^y- 1 -7i-yjSLx:^^ti^(Dmmi^-^^hmm.-^n^^t^m^mnm 



1 



mSE#2 000-301 623 



# ^ 1 1—108499 



m, m A m M m m. 



^S'JS-^ C591038141] 
1 - ^^^E B 1991^ Zn 40 

^ m ^fP;ff^tl5mf;^BEt5r*BT6 o 9#% 



miiE# 2000-301623 



